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“CLEAN, COOPERATIVE, AND COMMUNICATIVE” 


Under the influence of Serpasil, patients who 
had been destructive, resistant, hostile, with- 
drawn, untidy, or troubled with hallucina- 
tions became, in a short period of time, 
“clean, cooperative, and communicative per- 
sons.””! 


Serpasil has been shown to be effective even in 
violently disturbed psychotics if sufficiently 
high dosage is used. After 6 to 8 weeks 
of Serpasil therapy in 127 chronic schizo- 
phrenics “‘the result was frequently astound- 
ing, even to psychiatrists of long clinical 
experience.””! 


In similar studies, the worst behavior prob- - 


lems in the hospital showed improvement, 
chiefly “. ..a reduction of motor activity, 
of tension, of hostility, and aggressiveness.’ 
Many reports have indicated that Serpasil 


(reserpine CIBA) 


in high dosage for 
psychiatric patients 


2/2262 


may be substituted for electro- or insulin 
shock and that it sharply reduces destruc- 
tion and assaults in the violent back wards. 


Adequate trial is essential—a minimum of 3 
months, beginning with “parenteral doses of 
at least 5 mg. of reserpine and continued 
daily doses of 2 to 8 mg. orally.’? “The oc- 
currence of the turbulent phase (with exag- 
geration of symptoms) is not an indication 
for discontinuing treatment.’ 


1. Hollister, L. E., Krieger, G. E., Kringel, A., and Roberts, 
R. H.: Ann. New York Acad. Se. 61:92 (April 15) 1955. 
2. Hoffman, J. L., and Konchegul, L.: Ann. New York 
Acad. Sc. 61:144 (April 15) 1955. 3. Kline, N. S., and Stan- 
ley, A. M.: Ann. New York Acad. Sc. 61:85 (April 15) 1955. 


Parenteral Solution, 2-ml. ampuls, 2.5 mg. Serpasil 
per ml. Tablets, 4.0 mg. (scored), 2.0 mg. (scored), 
1.0 mg. (scored), 0.25 mg. (scored) and 0.1 mg. Elizir, 
1.0 mg. and 0.2 mg. Serpasil per 4-ml. teaspoon. 
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anxiety every 


Anxiety is a natural reaction to illness. 
Since anxiety intensifies symptoms and 
produces a disturbed atmosphere for 
treatment, its control is important to 
the patient’s progress. 


EQuaNiL relieves anxiety, promotes 
equanimity, relieves mental and muscle 
tension, and fosters normal sleep.’ In 
anxiety and tension due to physical 
sickness, it extends the practitioner’s 
therapeutic scope. 


Supplied: Tablets, 400 mg., bottles of 50. 
Usual Dose: 1 tablet, t.i.d. 


1. Braceland, F.J.: Texas State J. Med. 51:287 
(June) 1955. 


2. Lemere, F.: Northwest Med. 54:1098 (Oct.) 
1955. 


® 
Philadelphia 1, Pa. 


MEPROBAMATE 
(2-methyl-2-n-propyl-1,3-propanediol dicarbamate) 
Licensed under U.S. Patent No. 2,724,720 


_—— anti-anxiety factor with muscle-relaxing action 
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in various 


neurologic 
disorders... 


recently 
reported 


results with 


(Zoxazolamine,+ McNeil) 


orally effective lissive 


in cerebral palsy 


“The administration of zoxazolamine xin) i in 28 each of whom had 
Spopteliys produced a decrease of muscular tone on passive flexion in every 
instance.” 


in spinal spasticity 3 

.. 14 of 18 patients with aie due to spinal cord lesions showed objective 
of spasticity.’ 
in multiple sclerosis 


Seven of 10 patients ”...showed marked Hddiverient in two to four weeks after 
initiation " therapy with the drug [FLexin}. In all of these, the improvement was 
objective.’ 


1. Abrahamsen, H. and Baitd, H. W., J.A.M.A. 160:749 (Mar. 3) 1956. 
2. Rodriguez-Gomez, M.; Valdes- Siebriaciey. A., and Drew, A. L.: J.A.M.A. 160:752 (Mar. 3) 1956, 


tU.$. Patent Pending 
| McNEEL } toboratories, Inc - Philadelphia 32, Pa. 
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BALDPATE, Inc. 


Geo. Fleetwood 2-2131 Georgetown, Mass. 
Located in the hills of Essex County, 30 miles north of Boston 


For the treatment of 
psychoneuroses, personality disorders, psychoses, alcoholism and Crug addiction. 
Occupation under a trained therapist, diversions and outdoor activities. 
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ST. CLAIR HOSPITAL 
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. Rs A private hospital devoted to the diagnosis and treatment of mental and 
Ba nervous illnesses. All accepted psychiatric and mental therapies. 
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for im mediate relief 


mild depression 


DEXEDRINE 


*T.M. Reg. U.S. Pat. Off. for dextro-amphetamine sulfate, S.K.F. 
TT.M. Reg. U.S. Pat. Off. for sustained release capsules, S.K.F. 
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the most advanced unidirectional current 
instrument fer all established techniques 


REITER MODEL RC-47D 
GREATLY MINIMIZES CONFUSION 


The means to significantly minimize confusion is provided for in 
the versatile Model RC-47D. Patients are quiet and usualiy capable 
of returning to work following treatment. Fear of further treatment 
is greatly relieved in most patients. Efficiency of current increased. 
One knob control. Automatic safeguards assure an amazing reduc- 
tion of thrust and apnea. The patient is often breathing before the 
completion of the seizure. Extremely rugged, the RC-47D withstands 
very long periods of use all the while maintaining the accuracy 
vital to delicate work within the brain. Patients resistant to all 
other electroshock, insulin and lobotomy forms of therapy have 
been successfully treated by modalities contained in Model RC-47D. 


MODEL RC-47D PROVIDES FOR: 


e CONVULSIVE THERAPY—full range 
e NON-CONVULSIVE THERAPIES e ELECTRO-SLEEP THERAPY 
e FocAL TREATMENT—wnilateral and bilateral 
e Mono-PoLAaR TREATMENT—non-convulsive or convulsive 
e BARBITURATE COMA and other respiratory problems 


ONLY REITER, THE ORIGINAL UNIDIRECTIONAL CURRENT 
ELECTROSTIMULATORS, ARE AUTHENTICALLY BACKED 
BY EXTENSIVE CLINICAL EXPERIENCE WITH OVER 200 
REFERENCES IN LITERATURE AND TEXT- BOOKS. 


REUBEN REITER, Se.D. 
38 WEST 48th STREET, NEW YORK 36, N. Y. 
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RAISE THE EMOTIONAL THRESHOLD 


against 
everyday stresses... 


(reserpine CIBA) 


Serpasil ina LOW, ONCE-A-DAY* dose 
acts as a gentle mood-leveling agent 
...sets up a needed “tranquility bar- 
rier” for the many patients who, with- 
out some help, are incapable of 
dealing calmly with a daily pile-up of 
Stressful situations. 


*As little as 0.25 mg. Serpasil or less once daily may frequently 
maintain the average patient who is being treated for emo- 
tional strain, anxiety and overexcitability...with a minimum 
of side effects. 

TABLETS, 0.1 mg., 0.25 mg. (scored ), 1.0 mg. (scored), 2.0 mg. 
(scored), and 4.0 mg. (scored). ELIXIR, 0.2 mg. or 1.0 mg. per 
4-ml. teaspoon. 


B A Summit, N.J. 2/2279M 
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*‘disturbed wards have virtually disappeared’’’ 


Many hospitals have found that 


« makes patients accessible and receptive to psychotherapy 
« reduces or eliminates the need for restraint and seclusion 
* improves ward morale 
e speeds release of hospitalized patients 
« reduces destruction of personal and hospital property 
« reduces need for shock therapy and lobotomy 
* increases capacity of hospital to serve more patients 
than ever before 


‘Thorazine’ is available in ampuls, tablets and syrup (as the hydrochloride), 
and in suppositories (as the base). 


Smith, Kline & French Laboratories, Philadelphia 


1. Overholser, W.: in Chlorpromazine and Mental Health, Philadelphia, Lea & 
Febiger, 1955. 
*T.M. Reg. U.S. Pat. Off. for chlorpromazine, S.K.F. 
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DISEASES Nervous System 


A PRACTICAL J OURNAL ON PSYCHIATRY AND NEUROLOGY 


Cerebral Aqueduct Stenosis 


(Treatment by Aqueduct-Cisternal Shunt) 


JAMES GREENWOOD, JR., M.D., and WILLIAM C. HICKEY, M.D. 
Houston, Texas 


Complete obstruction to the ventricular 
system will probably result in death within a 
period of hours. Partial obstruction, while 
resulting in increased intracranial pressure, 
may relieve itself to a certain extent by ven- 
tricular enlargement, allowing fluid to pass 
by a ball valve tumor or by the increased 
pressure forcing itself past a point of partial 
obstruction. Stenosis of the aqueduct, 
whether from scar or from external pres- 
sure, may remain partial for a considerable 
period of time before obstruction becomes 
complete. The placing of a catheter through 
a stenosed aqueduct was probably the first 
shunt procedure. Dandy' in 1920 reported 
two cases for the relief of infant hydroceph- 
alus, but one patient did not survive and the 


From the Division of Neurosurgery, Methodist 
Hospital, and Bayior University College of Medicine. 


tube was removed in the second case because 
of severe reaction. Rivarola,® a year later, 
described a similar unsuccessful experience. 
One of the authors’ (J.G.) established a 
shunt in 1941 for aqueduct stenosis with 
survival of the patient for two years. A sec- 
ond case, still surviving, was reported in 
1950.° A successful unreported case of Mix- 
ter antedated our first case by ten years.* 


The length of survival, success in relief 
of hydrocephalus, and simplicity of the proc- 
edure would indicate that in some cases at 
least it has practical application. We feel 
that rubber is superior to polyethylene ex- 
cept where extremely small caliber is de- 
sired. Our cases and that of Mixter would 
indicate that rubber does maintain its integ- 
rity for a great number of years. Case data 
are tabulated in Table I below. 


TABLE I 
CEREBRAL AQUEDUCT STENOSIS — AQUEDUCT-CISTERNAL SHUNT 


Case Year Sex Age Lesion Papil- Relief of Survival-Condition 
ledema Hydrocehalus 
E.B. 1941 F 52 Pineal tumor ? 2D Yes Improvement 18 mos. 
Expired 2 years 

B.M. 1946 M 35 Aqueduct 3D Yes 8 yrs.—employed 
stenosis 

L.G. 1948 M 46 Metastatic Ca. No Yes 5 mos. expired 
cerebellum 

R.L 1951 M 2 Meningitis No No Expired 6 weeks— 
Aqueduct arachnoiditis 
stenosis 

D.B 1952 F 2 mo Arnold No Yes Expired 14 mos. 
Chiari Pneumonia 

BB: 1952 M 3 mo Arnold No No Expired 2 mos. 
Chiari 

JC, 1952 M 3 wks Arnold ‘No Yes 18 mos.—talking 
Chiari 

MM, 19351 F nig Arachnoiditis ? No Yes 22 years 


Dr. Mixter’s case 
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Fig. 1. Left. Aqueduct stenosis by 5th ventricle 
cyst. Catheter in place now 10 years. 


Several cases were considered worthy of 
reporting in detail. 

Case No. 2: B. P. M., a white male, age 35, was 
admitted to the Methodist Hospital January 12, 
1946, because of headaches which had begun five 
months before and recent stupor and incoordination 
in walking. There was bilateral papilledema, and 
ventriculography showed marked dilatation of the 
lateral and third ventricles and a well-filled fifth 
ventricle. No oxygen was demonstrated in the 
aqueduct or fourth ventricle. A midline subocci- 
pital approach was carried out and, after ncgat:ve 
cannula exploration of both hemispheres, the fourth 
ventricle was opened through the vermis, high 
enough to see the aqueduct. A catheter passed 
through the aqueduct into the third ventricle against 
definite resistance was followed by an escape of 
fluid which immediatcly stopped once the catheter 
was withdrawn. The catheter was re-introduced 
and its lower end cut off at the level of the atlas and 
fastened in the subarachnoid space with a single 
silk suture (Fig. 1, left). He was given a course 
of x-day therapy, slowly improved, and was able 
to return to work in a filling station eighteen months 
later. He has been seen at yearly intervals, the 
last visit being October 5, 1953, at which time he 
exhibited slight ataxia on walking, a slight tilt of 
the head to the right, but otherwise was negative 
neurologically. He has continued to work. 

Case No. 3: L. G., a white male, age 46, was ad- 
mitted on November 28, 1948, in deep stupor, mild 
Cheyne-Stokes respirations, and a catheter was 
placed in the right lateral ventricle for emergency 
decompression. Because of his poor condition, no 
additional procedure was attempted until twelve 
days later when a ventriculogram revealed a pos- 
terior fossa lesion producing marked internal hy- 
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Fig. 1. Right. Relief of 4th ventricle stenosis 5 
months. Metastatic carcinoma blocking upper 4th 
ventricle. 


drocephalus. A cystic cerebellar tumor, contain- 
ing 35 cc. of brownish, cloudy fluid was removed 
from the left cerebellar hemisphere. Evidence of 
block re-appeared within seven to ten days and he 
was re-operated, at which time an additional 10 to 
20 cc. of tumor was removed from the upper por- 
tion of the cerebellum. Because of the necrotic 
condition of the surrounding tissue and because of 
the diagnosis of metastatic carcinoma, a catheter 
was left in the aqueduct extending up into the 
third ventricle and fastened in the upper cerv:cal 
region (Fig. 1, Right). He recovered sufficiently 
to return home, but was re-admitted to the hos- 
pital almost five months later because of facial 
edema, headaches, and dizziness. He expired within 
forty-eight hours, and necropsy showed broncho- 


Fig. 2. Dr. Mixter’s case (8). Patient living over 
16 years. 


ihe 
: 


1956 


Fig. 3. (Case 7.) 


Aqueduct stenosis in Arnold- 
Chiari malformation. 3rd and 4th ventricle very low. 
Relief of hydrocephalus now for 4 years. 


genic carcinoma and recurrence of the left cere- 
bellar metastasis. Detailed microscopic examina- 
tion of the aqueduct, third and, fourth ventricles 
showed no microscopic reaction to the rubber ca- 
theter. 

Case No. 8: (Included through the courtesy of Dr. 
William J. Mixter.) A white female, age 14, had 
developed evidence of an obstructive lesion in the 
cerebellum during childhood. From that time on 
she had been below par mentally, and when ex- 
amined in 1931 was extremely unsteady in her gait. 
Surgery revealed evidence of an adhesive arach- 
noiditis and obstruction of the aqueduct, which was 
relieved by passage of a catheter, left in place 
(Fig. 2). Dr. Mixter felt that the catheter had 
continued to function, and x-rays taken approxi- 
mately sixteen years after surgery showed the 
catheter to be intact in its original position. 
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Summary and Conclusions 

Experiences with the treatment of aque- 
duct stenosis by aqueduct cisternal shunt 
have been outlined and the results tabulated 
in seven cases. An unpublished case of Dr. 
Mixter’s, believed to be the first instance of 
significant survival following the use of th:s 
procedure, has been included. 

We believe that the use of an indwelling 
rubber catheter in the aqueduct is a practi- 
cal procedure for relief of internal hydro- 
cephalus occurring in stenosis of the aque- 
duct, block in the region of the fourth ven- 
tricle, or its outlets. Relief of symptoms 
over a long period of time has been obtained 
and there is reason to feel that there is little 
reaction to the catheter, either locally or be- 
cause of distortion of the brain stem. It is 
obvious that the catheter should not be in- 
troduced against any significant resistance 
because of the possibility of trauma. Its 
simplicity should in some cases give it pref- 
erence over other shunt procedures being 
done at the present time. 
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Headaches and Hot Tempers 


WILLIAM H. MCCULLAGH, M.D., and WILLIAM INGRAM, JR., M.D. 
Jacksonville, Florida 


In the private practice of neurology and 
psychiatry in our vicinity patients with re- 
current headaches and emotional outbursts 
are frequently referred for diagnostic study 
and management. We have made electro- 
encephalographic tracings in many of these 
cases and have found dysrhythmias very 
common. In some, there has been a familial 
tendency, and in a few, we have been able 


to get tracings of relatives made for com- 
parison. A high percentage of the parents, 
or other relatives, show abnormal brain wave 
patterns. We have also noticed that a very 
high percentage of patients with migraine 
type headaches, or emotional outburs:s, 
have a family history which is positive for 
paroxysmal outbursts of hostility or temper, 
and there seems to be a definite electroen- 
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cephalographic relationship between emo- 
tional outbursts, some forms of migraine 
headaches, and the family history. To illus- 


trate, we have the following case histories: 

C. D. A. and her mother are instances illustrative 
of this familiar relationship of headaches, ictal an- 
ger and abnormal electroencephalogram. The pa- 
tient is an eight year old girl who has severe tem- 
per tantrums, frequent violent nightmares, is some- 
thing of a behavior problem, complains infrequently 
of headaches, and when frustrated is subject to 
very violent screaming and crying attacks, during 
which she is unresponsive to environmental influ- 
ences. Her maternal grandmother has violent tem- 
per tantrums, and her mother has migraine and a 
violent temper, during attacks of which she tears 
up objects in the household, breaks dishes, stamps 
her feet and screams, and has amnesia for these 
events. The grandmother is said to have told the 
mother that ‘“‘a violent temper has run in the fam- 
ily for generations.” The patient’s father also has 
headaches diagnosed as migraine as had his father 
and his grandfather. The child’s electroencephalo- 
gram is grossly abnormal with bursts of slowing 
to 3-5 cps with spread to all leads and some dis- 
organization. The mother is 43 and her electro- 
encephalogram is also regarded as abnormal with 
irregularities in voltage and rhythm and the oc- 
currence of isolated slow spiking. Both were placed 
on Dilantin and Thorazine with clinical improve- 
ment. 

The next illustrative case is that of a 13 year 
old girl who came to us three months after the oc- 
currence of her first grand mal seizure. Of interest 
is the fact, however, that since early in ner life she 
has had Jacksonian attacks involving the right eye 
and eyelid, and her grand mal convulsions are her- 
alded by a lateral deviation of the right eye and 
spasm of periorbital muscles on the right. She also 
had complained since early talking days of a right 
hemicranial headache, sudden in onset, throbbing 
and intense, of irregular occurrence, and previously 
diagnosed as a migraine type. Her eleciroenceph- 
alographic tracing was grossly abnormal, with the 
occurrence of marked slowing in the frontal leads. 

Her grandfather had similar headaches, no sciz- 
ures. Her father is 56, is an obsessive, rigid type 
individual who has suffered headaches since his 
early teens, and has a typical migraine headache 
involving first the right hemicranium, with spread 
to the entire cranium and accompanied by optic 
symptoms. This man has a history of on two oc- 
casions having had outbursts of violent temper, 
during one of which the life of another individual 
was threatened. He has amnesia for these attacks, 
and he reports himself as having, characteristically, 
a violent temper. His electroencephalogram shows 
irregular frontal lobe lead abnormalities in the 
form of isolated slowing of higher amplitude than 
his regular rhythm. 

B. P. is a white male, age 16, who came to the 
office complaining of chronic morning headaches 
and occasional blackouts. The blackouts are ush- 
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ered in with diplopia, which is followed by a short 
period of unconsciotsness. He relates the headaches 
to his blackouts in that he feels that his lapses are 
an extension of a severe headache. His electroen- 
cephalogram shows bursts of higher than normal 
voltage and the occurrence of some slow spikes. Of 
especial interest, here, is that the mother suffers 
no disturbance of consciousness but was diagnosed 
early in life as having migraine headaches, as were 
also her grandmother and her father. She was 43 
at the time her tracing was made and her electro- 
encephalogram shows isolated short bursts of slow- 
ing very similar to those seen in her child. 

Mrs. R. E. G., a 45 year old white female suffered 
headaches with her menses as a teen-ager, with 
progression of this symptom to a migraine-type 
syndrome diagnosed as such several years ago. She 
was more recently subject also to attacks of ictal 
emotion, sometimes in the form of outbursts of 
anger, and at other times she would become wildly 
hysterical and apparently disoriented. It was of 
especial interest to us in this case that at rest and 
with hyperventilation she had what we would con- 
sider a normal electroencephalogram. However, 
with photic stimulation there was a decided buildup 
in voltage and the occurrence of irregular but sus- 
tained slowing, and at some frequencies she ap- 
peared to assume the rhythm of the photic stimu- 
lator. Her abnormality was most marked at fre- 
quencies of 10-11 flashes per second. Her symp- 
toms were dramatically controlled with Dilantin 
and Thorazine. 

Mrs. N. T. is a 25 year old white female who suf- 
fered with attacks of feelings of inability to swal- 
low followed by feelings of panic, with acute anx- 
iety, desperation, and violent shaking and jerking 
involving all limbs, and who remained conscious 
during each episode. She has a life-long history 
of asthma and of violent headaches suffered as a 
child prior to the onset of menstrual flow. There 
is evidence of cerebral trauma at birth. The fam- 
ily history in this instance is negative. The electro- 
encephalogram is obviously abnormal, with bursts, 
of a few waves in duration, of high voltage slowing. 
Her family doctor reports dramatic improvement 
after she was placed on medication of Dilantin and 
Thorazine. 

C. E. is a 16 year old white male whose father 
has paroxysmal outbursts of violent temper, and 
who by description is a rigid, obsessive-type indi- 
vidual. The child began with recurrent, increas- 
ingly severe headaches as he entered adolescence, 
and these became increasingly severe headaches as 
he entered adolescence, and these became increas- 
ingly severe to the point of hospitalization and the 
use of narcotics to control pain. It was at this point 
that we saw him. His electroencephalogram re- 
veals slow spike formations occurring at random 
and a tendency toward disorganization. There was 
no obvious response to psychotherapy or to Thora- 
zine given in relatively high doses, with a rather 
dramatic cessation of his recurrent headaches when 
Dilantin was added to his medication. 

Mrs. L. T., is a 36 year old white female who came 
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to us with a history of 6 years duration of severe 
migrainoid paroxysmal-type headaches which were 
especially severe during her one prcgnancy. These 
attacks were heralded by an aura of a feeling of 
light-headedness or dizziness and extremes of photo- 
phobia. She had an occasional brief fainting attack 
which she had not before mentioned to her doctors 
because she felt these to be an extension of the 
wooziness or dizziness at times experienced as the 
aura of her headache. The fainting had been in 
existence for only about a year. She had had some 
5 attacks but they were short-lived. For instance, 
she had one while driving and recovered conscious- 
ness before leaving the road. Her family history 
includes convulsions on the part of the mother, who 
had them as a small girl, and who also suffered 
with migraine type headaches occurring with her 
menses. Both reportedly have what they call a hot 
temper, which actually consists of attacks of anger 
during which there is loss of control and environ- 
mental contact for a short time. Her electroen- 
cephalogram showed only a slight abnormality. This 
was apparent to some extent with hyperventilation 
but much more marked with photic stimulation, and 
consisting of some increase in amplitude and a 
tendency toward slowing seen in all leads. This 
patient reported marked improvement with Dilan- 
tin without the use of Thorazine. 

E. K. is a 5 year old bey who was first diagnosed 
as having a chronic convulsive disorder in 1953 on 
the basis of a history of overt gross seizures of 
grand mal and petit mal types, with an abnormal 
electroencephalographic tracing at the time. Prior 
to the onset of overt convulsions, he complained 
frequently of headaches which would stop his play. 
The child is also a behavior problem and the mother 
reports severe and frequent temper tantrums since 
very early in his life. His electroencephalographic 
tracing is very grossly abnormal, and during the 
tracing he had one typical 13 second burst of slow- 
ing to 2 cps, with some spike and dome formation. 
There is also some random slowing in isolated 
waves with a rhythm of 3-5 cps, and a marked 
asymmyetry, the right temporal and occipital leads 
were of constantly higher voltage than the rest of 
the record. Although there was an occasional oc- 
currence of convulsions, there was a relief of tem- 
per tantrums and headaches with the addition of 
Thorazine to his anticonvulstants. 

G. D., a 26 year old white female, had recurrent 
attacks of hostile, temper ridden, behavior of 6 
years’ duration. She has an aura of what she calls 
a “strange feeling in the head,” and her husband 
can predict attacks by a “strange look’’. The at- 
tacks last 2-3 minutes. Interestingly, the patient 
had often in the past gone to the police to be con- 
fined to avoid the consequences of her wild actions 
during a “spell.” Also, she complained of severe 
and deb litating, generalized headaches. Her elec- 
trcencephalogram is abnormally fast with frequent 
paroxysmal short bursts of spiking type waves. 
There was considerable symptomatic improvement 
on D‘lantin and Thorazine, and to our knowledge 
she had not been in jail since medication was begun. 


DISEASES OF THE NERVOUS SYSTEM 


D. M., a 48 year old white male described his 
chief complaint as ‘spells when I get wild and I 
have to fight,’ and a chronic, frontal, low grade 
headache. The spells at times are stopped or re- 
licved by vomiting. His electroencephalogram was 
abnormal, with bursts of slowing to 5-6 cps occur- 
ring primarily in the parietal leads. There was 
considerable relief from anticonvulsants and Thor- 
azine. 

Mr. and Mrs. H., a young married couple, Mr. H. 
30, and Mrs. H. age 29. They came because of do- 
mestic difficulties hinging around their mutual out- 
burts of temper. Mrs. H. has the most severe flare- 
ups and becomes wildly angry and out of contact 
for short periods. Her electroencephalographic trac- 
ing is abnormal. With hyperventilation she showed 
bursts of high amplitude and irregular slowing with 
disorganization. Dilantin and Thorazine were sug- 
gested. Mr. H. has outbursts only after a few 
drinks, but these are violent and he becomes as- 
saultive and abusive. His electroencephalographic 
tracing is regarded as well within the limits of nor- 
mal. We did not inject alcohol to measure that ef- 
fect. 

Conclusion 

We believe that certain instances of mi- 
graine headaches are related to the familial 
occurrence of cerebral dysrhythmias, though 
not of any specific type and that a positive 
family his-ory of ictal emotion and/or head- 
ache is useful in the diagnosis of the syn- 
drome, and that this explains in part why 
they are benefited by Dilantin. All of the 
patients in the illustrative case histories 
have been treated with anticonvulsants and/ 
or Thorazine. We have noticed relatively 
little in the literature about the significance 
of an abnormal electroencephalogram occur- 
ring with headaches. We hope that these 
cases will contribute, in some small measure 
to our understanding of this problem. It has 
been our experience that Dilantin is by far 
the most adequate in the successful treat- 
ment of this type syndrome. Also, of con- 
siderable interest is the fact that several of 
the cases were not controlled by D-lantin 
alone, but with the addition of Thoiazine 
there has been dramatic improvement. This 
is also true of cases in which Thorazine was 
tried alone and dramatic improvement oc- 
curred with the addition of anticonvulsants. 
The dosages which we have used most suc- 
cessfully have been relatively small ones. 
We usually begin with Dilantin grains 1! 
given twice daily with 25 mg. of Thozaz.ne, 
with dosage regulation as symptomatology 
dictates. 
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Evaluation of the Therapeutic Effects of Drugs in 


Psychiatric Patients 
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Salt Lake City, Utah 


I. Introduction: 

The introduction of the phenothiazine de- 
rivatives, chlorpromazine (Thorazine) and 
promazine (Sparine); the rauwolfia alka- 
loids; and more recently such drugs as 
phenyl-piperidylacetate ester (Ritalin), pi- 
padrol (Meratran), azocyclonol (Frenquel) 
and meprobamate (Miltown, Equanil) has 
aroused much enthusiasm for pharmacologi- 
cal treatment of psychiatric illness. It can 
be reasonably expected that during the next 
few years many drugs with “ataractic,”’ 
“psychotropic,” or other alleged therapeutic 
properties will become available for clinical 
trial. 

Such trials, depending upon the judgment 
and skill with which they are carried out, 
can have various results. Ideally, within the 
limitations of the descriptive methods cur- 
rently available, they should offer an accu- 
rate account of the behavioral and therapeu- 
tic effects of a drug. However, they can 
and frequently do lead to publication of in- 
accurate or false results. This gives rise to 
the almost predictable sequence which in re- 
cent years has followed the introduction of 
drugs of unusual interest or promise. It con- 
sists of initial over-enthusiasm, usually 
based upon a small number of preliminary, 
optimistic reports; this is followed by disen- 
chantment as subsequent, more systematic 
studies fail to verify initial claims; eventu- 
ally an accurate picture of the usefulness and 
limitations of the drug evolves. Meanwhile, 
there is a long period of false expectations, 
wasted therapeutic and investigational time, 
and disillusionment to both patient and phy- 
sician. This sequence is already evident in 
the psychiatric field under discussion and 
presumably will become more conspicuous as 
the number of available drugs multiplies. 

Evaluation of the psychological and be- 
havioral effects of drugs involves one of the 
key problems in psychiatry, i.e., the creation 
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of reliable methods for observing and record- 
ing phenomena which are intrinsically diffi- 
cult to estimate or even define. However, as- 
suming that methods of reasonable reliabil- 
ity for observing such events can be devised, 
one must then design the study to ensure con- 
fidence that the critical variable, the drug, 
and not a variety of other possible variables, 
is the determining factor in the observed 
change. These intervening variables of drug 
evaluation are numerous and in many in- 
stances subtle and difficult to detect. 


Many fine contributions on method and 
experimental design for drug evaluation are 
available in the literature. Unfortunately, this 
information and implied recommendations 
have not had as much influence upon investi- 
gational practices as one would hope. It 
has also not been as readily accessible, in 
summarized form, as it might be to the busy 
physician or psychiatrist who, in the final 
analysis, must critically review available 
data on therapeutic effects to decide upon 
the most useful agent. 

It is the purpose of this paper to sum- 
marize a number of the more frequently 
used methods of drug evaluation, with com- 
ments on their relative value and to review 
possible sources of error in their use. An 
effort has been made to organize the mate- 
rial in a readily accessible and schematic 
form. Many comments will be self-evident 
to the reader in terms of common sense and 
his basic knowledge of scientific method. 


II. General Comments: 


The kinds of data with which we are con- 
cerned consist of the following: (1) verbal 
accounts by the subject as to his state of 
mind, given either spontaneously or in re- 
sponse to inquiry; (2) verbal and behavioral 
response of the subject to standardized ver- 
bal or symbolic stimuli (e.g., psychometric 
tests) or to structured performance prob- 
lems or social situations; (3) inferences by 
observers about the significance of verbaliza- 
tions and behavior, particularly as evidence 
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of degree of mental disturbance; (4) ob- 
servations of the routine behavior of the sub- 
jects in terms of capacity for self-care, work 
performance, interpersonal relationships, 
and social problem solving, and inferences 
therefrom as regards degree of mental dis- 
turbance. 

Conclusions as to therapeutic effects must 
therefore depend upon communicational data 
and observations of individual and interper- 
sonal behavior. These will always represent 
a complex resultant of several factors. They 
consist of the neurophysiological effects of 
the given drug (and concomitant representa- 
tion in awareness), of their effects in turn 
upon the functioning personality in all its 
perceptive, integrative, and executive aspects 
and rich individuality, and finally of the 
physical and interpersonal environment in- 
sofar as it facilitates or limits expression of 
this altered mental state. These are invari- 
able parameters conditioning the type of be- 
havior with which we are concerned as psy- 
chiatric observers. Such parameters of per- 
sonality and environment are of course not 
relevant in the case of drugs which in ade- 
quate dosage would predictably produce, for 
example, general anesthesia or convulsive 
seizures in all individuals. They are of con- 
siderable importance, however, for drugs af- 
fecting behavior in its conscious, adaptative 
aspects, as in treating psychotic patients. 

It is obviously important for investigators 
to define standards of ‘‘therapeutic’’ response 
or “improvement.” Such standards have 
both quantitative and qualitative aspects. 
Statements that patients showed “no im- 
provement,” “slight improvement,” or were 
“much improved” have little meaning unless 
information is given about the criteria of 
improvement used and the means by which 
these were rated. These standards would be 
met in elementary form, for example, if an 
indication of mental illness such as halluci- 
nations were reported as present or absent 
on the basis of specified observations. With 
more elaborate methods such as rating 
scales, the specific items of behavior sampled 
can be numerically rated at appropriate in- 
tervals and the significance of the changes 
in the ratings evaluated by statistical means. 

There is another reason for specifying the 
nature of the improvement obtained in men- 
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tal patients. It is well known that patients 
can remain grossly psychotic and yet become 
passively cooperative, less overactive and de- 
structive, or more docile. These changes can 
be achieved by intensive activity programs 
or a variety of other means. Such improve- 
ment may be more important to the custo- 
dian than the patient. On the other hand, 
evidence of resolution of the psychotic proc- 
ess, reconstitution of non-psychotic defenses, 
or significant degrees of social re-integration 
would represent improvement of very dif- 
ferent significance. 


III. Sources of Error and Their Control: 


A. In the observers: 

(a) Regardless of their conscious good in- 
tentions or intellectual honesty, investiga- 
tors are subject to bias when observing pa- 
tients treated with a drug from which thera- 
peutic or other psychological effects are an- 
ticipated. There is wide latitude for selec- 
tive attention or inattention to the many 
facets of behavior available to our inexact 
methods of observation. The choice of events 
observed and recorded and the repression of 
others may be subtly affected by the inves- 
tigator’s unconscious needs for achievement. 
Other observers or raters, depending upon 
their feelings toward the principal investi- 
gator, may unconsciously please or, more 
rarely, displease him by their observations 
on the treated patients. These are only a 
few of the many possible sources of bias. 
They can be controlled only by use of a de- 
sign which “blinds” observers or raters as 
regards the drug-treated subjects. This may 
be difficult to achieve. Raters may expend 
much effort to overcome the “blinding” be- 
cause of their pride in uncovering drug ef- 
fects, or resolve their curiosity about such 
effects by extracurricular study of available 
periodicals. The investigator may be quite 
unaware of these activities. 

This becomes more of a problem if the 
drug being studied has been previously re- 
ported or if the drug-treated subjects can be 
readily identified among the placebo controls 
by the occurrence of conspicuous subjective 
or side effects. An inert placebo may be un- 
satisfactory under these circumstances; it 
may be preferable to use a known drug 
which mimicks these effects. 
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(b) There is another less apparent source 
of error. As an interviewer or rater sees pa- 
tients on repeated occasions over an ex- 
tended period, making comparisons between 
present and past behavior, he may note more 
evidences of self-help, social skill, rewarding 
interpersonal behavior, etc., and describe 
them as improvement. Actually, it may turn 
out that these features were previously pres- 
ent but not observed. In large institutions 
with limited staff there is a tendency to think 
of patients as stereotypes, or perhaps carica- 
tures, with certain conspicuous features of 
the individual determining one’s way of 
thinking of him. This may markedly condi- 
tion the initial behavioral ratings. Intro- 
duction of a drug study into such a setting 
intensifies observation and focus upon indi- 
vidual behavior. Increasing awareness of 
the details or resourcefulness of a patient’s 
ward adjustment may be recorded as im- 
provement. This source of error can only 
be controlled by the use of an adequate base- 
line control period during which ratings or 
observations become stabilized. 

(c) Whether one is using standardized in- 
terview or behavioral rating scale methods, 
certain preliminary steps are important. The 
observers should be trained in the method 
employed. Their reliability or standard error 
on successive ratings on an adequate num- 
ber of stabilized subjects at adequate inter- 
vals of time should be determined. Multiple, 
independent raters or interviewers are de- 
sirable and inter-rater comparisons on the 
same subjects should be carried out. Mark- 
edly deviant raters should be withdrawn. 
Such raters or interviewers may be found, 
for example, to be reacting with halo effect 
to some facet of the patient’s behavior to 
which they are personally sensitive. 


B. In the patients: 


(a) “Spontaneous” variations in the 
course of the psychiatric illness and ‘‘spon- 
taneous” improvement may be very appreci- 
able sources of error, particularly in evalua- 
tion of the treatment of patients with acute 
schizophrenia or affective psychoses. The 
longer the duration of the drug therapy, the 
more of a problem such errors become. An 
adequate number of cases must be treated 
and the results compared with a comparably 
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managed control group. Some of the diffi- 
culty can be avoided by drug trials on 
chronic, stabilized psychotic patients. 


(b) The number of cases to be used for 
drug-treated and control groups and the 
choice of methods by which they are selected 
are critical decisions in a drug study. The 
statistical and other considerations involved 
in this problem cannot be discussed in this 
paper. It is obvious that treated and control 
groups should be as comparable as possible. 
If matched groups are used, the prognostic 
or other criteria used for matching should 
be specified. 


(c) It is well known that individuals may 
differ widely in sensitivity to equal amounts 
of the same drug. This fact should be con- 
sidered in a drug study. The results from 
treating a group of patients with a standard 
dose may be quite different from those ob- 
tained when dosage has been pushed to some 
level of “tolerance,” “toxicity,” or other in- 
dividualized end point. The body weight of 
the patient also affects dosage response. The 
effects of a given amount of drug will be ob- 
viously different when given to a hundred 
pound person as opposed to one who may 
weigh twice as much. Reporting dosages as 
mgm./kgm. would help in this regard. 

(d) Intervening variables may affect pa- 
tient behavior during a drug study as fol- 
lows: 

(1) A new medication, especially if ac- 
companied by enthusiasm and optimism on 
the part of the staff, may in itself have ben- 
eficial effects upon behavior. However, these 
suggestive effects are generally limited in ex- 
tent and short in duration. They can be con- 
trolled by a placebo group and adequate 
length of drug trial. The patients of course 
should be “blind” as to the nature or antici- 
pated effects of the drug being given. 

(2) Failure to hold the ward environment 
constant, both physically and in terms of 
personnel, may introduce intervening vari- 
ables. These include changes in activity pro- 
grams as well as addition or withdrawal of 
personnel or changes in their quality. The 
introduction of rehabilitation efforts in the 
course of a drug study, as improvement 
makes these more feasible, will of course ex- 
aggerate apparent drug effects. 
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(3) Significant improvement in therapeu- 
tic climate may be a side effect of the intro- 
duction of a drug study. This is particularly 
true of “back wards” or other settings which 
have previously been therapeutically inac- 
tive, or where available therapeutic meth- 
ods have not achieved significant gains for 
long periods. There may be increased in- 
terest and enthusiasm on the part of the 
physicians and improved morale and moti- 
vation among nurses and aides. These at- 
titudinal changes may be reflected in more 
active participation and interpersonal ex- 
change with patients and an assumption 
that there is greater potential for rehabili- 
tation than before. Of course, such poten- 
tial may have previously existed. If there is 
a “blind” control group, it may share these 
effects and move behaviorally closer to the 
drug group to the extent of their influence. 

(4) Another, less apparent, intervening 
variable can arise from the drug-induced or 
“spontaneous” improvement of several pa- 
tients involved in a drug study on a ward. If 
such improvement is appreciable, especially 
if it brings increased social integration, 
these patients can significantly increase the 
availability of rewarding social contacts or 
otherwise stimulate the non-responders to 
the drug as well as the control group. The 
‘‘atmosphere”’ of the ward becomes generally 
better. This sequence would not be unde- 
sirable from a therapeutic standpoint. From 
an investigational standpoint, however, it 
can lead to overestimation of drug effects by 
stimulation of non-responders and underes- 
timation by improving the functioning level 
of the control group. 


IV. Methods of Drug Study: Their Advan- 
tages and Limitations: 


A. Interview Methods: 

These methods depend primarily upon in- 
trospective reports from the patient, but spe- 
cific aspects of such information can be elic- 
ited by inquiry and additional information 
inferred from the subject’s behavior in the 
interview situation. Many refinements have 
been made in such methods to control 
sources of error in both subject and ob- 
server. These refinements include: 

(1) Double-blind techniques to conceal 
the nature of the drug given and its antici- 
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pated effects from both patient and inter- 
viewer. 

(2) Use of an adequate number of sub- 
jects and controls to minimize individual 
differences. Controls should receive an ap- 
propriate placebo. 

(3) The use of standardized interviews in 
order that the observations may be more 
precisely repeated by the same interviewers 
or confirmed by others. 

(4) The use of multiple, independent in- 
terviewers for each subject in order to con- 
trol rater bias and differences. 

(5) Methods for carrying out systematic, 
more objective analysis of the interview con- 
tent. 

(6) Introduction of periods of drug and 
placebo administration, by ‘“doubleblind” 
methods, into a prolonged series of struc- 
tured interviews such as are involved in psy- 
choanalytic therapy. The observer-therapist 
has in this instance a rich knowledge of per- 
sonality dynamics which may modify drug 
effects. Only a very limited number of cases 
can be studied by this intensive, longitudinal 
method. At the conclusion of the study, an 
effort is made to correlate data from the 
therapist’s day-to-day notes with the inter- 
vals of drug or placebo administration. 

With suitable controls and refinements, as 
outlined above, these basic methods of clini- 
cal psychiatry can afford valuable and ex- 
tensive information about the psychological 
and therapeutic effects of drugs. The data 
can be more precise in terms of the psychic 
mechanisms and interplay of personality 
forces involved in a drug effect than those 
obtained by the rating scale methods dis- 
cussed below. In pilot studies of a new drug, 
interview methods can be useful to obtain an 
impression of the aspects of personality 
function affected by the drug. These can be- 
come leads for the choice of appropriate rat- 
ing scales or other more systematic observa- 
tional methods. 

However, if high standards of reliability 
and control are required, these methods can 
become remarkably cumbersome and labori- 
ous. The number of skilled interviewers 
available is frequently small. Moreover, the 
interview situation samples only a limited 
portion of the patient’s total behavior. One 
may miss significant changes which occur 
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during the non-observed portion of the pa- 
tient’s day. In the case of psychotic pa- 
tients, especially if they are regressed or 
withdrawn, interviews may be grossly in- 
adequate samples of their behavior. 


B. Evaluation of Drug Effects by Use of 
Psychological Tests: 


Psychological testing represents essen- 
tially a structured interview during which 
standardized tests involving psychomotor 
performance are given or standardized ver- 
bal or symbolic stimuli are presented to elicit 
thought processes or projective responses. 
They have many of the same advantages and 
disadvantages as inte: view methods. In gen- 
eral, they have limited value for evaluating 
the therapeutic effects of drugs in mental 
illness. Some tests, those measuring psy- 
chomotor performance, have good reliability 
and can be repeated, but they give very lim- 
ited information. Others, such as the pro- 
jective tests, afford more extensive psycho- 
logical information but do not hold up well 
on repetition and are subject to the same in- 
terpretational bias and need for double-blind 
control as interview techniques. 


C. Evaluation of Drug Effects by Use of Be- 
havioral Rating Scales: 

These methods are extensively used at 
present. A variety of behavioral rating 
scales are available or similar scales can be 
devised for the problem at hand by routine 
methods of scale design. It is obviously im- 
portant that the items in the scale corre- 
spond to behavior which is presumed to be 
sensitive to drug-induced change. The ne- 
cessity of rater training and determination 
of rater and inter-rater reliability have al- 
ready been discussed. It is desirable to 
have multiple, independent raters who sam- 
ple a reasonably wide range of the patient’s 
daily activity. Improvement as manifested 
by ratings should have statistical signifi- 
cance when compared with baseline or con- 
trol ratings. 

Rating scale methods make it possible to 
employ ancillary ward or hospital personnel 
and to study large groups of patients. They 
can be well-controlled if the intervening va- 
riables are considered and they give rough 
quantitative results. However, the beha- 
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vioral information obtained is limited to the 
items rated. Some aspects of drug-induced 
behavioral change may be missed by exclu- 
sion from the scales. They give limited in- 
formation by which one can predict a drug 
response in an individual case. 


D. Evaluation of Drug Effects by Sociomet- 
ric Methods: 

These methods have been used only to a 
limited extent for the study of drug effects. 
They consist essentially of various tech- 
niques for carrying out systematic observa- 
tions on personal and interpersonal behavior 
in the ward or other setting. Verbal and 
non-verbal exchanges between patients and 
patients and staff are recorded. Intervening 
variables and other sources of error must be 
controlled and intervals of adequate duration 
sampled at comparable intervals. Although 
more difficult to quantitate, such methods 
can be remarkably sensitive in disclosing the 
effects of drugs on social integration, prob- 
lem solving, and other important aspects of 
interpersonal dynamics which are, of course, 
critical areas of disability for the psychotic 
patient. 


V. Final Comments: 

As was noted in the introductory section, 
pharmacological treatment of psychiatric ill- 
ness is a rapidly expanding and promising 
field. It is likely that an increasing variety 
of drugs will become available for therapeu- 
tic trial. The use of adequate observational 
methods and an experimental design which 
controls intervening variables has been de- 
scribed as a necessary condition to ensure 
accurate drug evaluation. The harm which 
can accrue from publication of inaccurate or 
misleading conclusions about therapeutic ef- 
fects has been emphasized. A critical ap- 
praisal of some methods of drug evaluation 
and sources of error in their use has been 
made. It is hoped that this information will 
be of value to physicians and psychiatrists 
who must make decisions about the validity 
of therapeutic trials reported to them. In 
turn, it behooves those reporting drug inves- 
tigations to describe methods, design, con- 
trols, subjects, and circumstances of the 
study in such a way that critical appraisal 
of the results and comparison with the re- 
sults of other studies become possible. 
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Treatment of Choice in Mania Complicated 
by Peptic Ulcer 


GEORGE WINOKUR, M.D. 
St. Louis, Missouri 


Psychiatric patients exhibiting as part of 
their clinical picture both the symptoms of 
mania and of peptic ulcer are rare but cer- 
tainly not unknown. A prevalent attitude in 
certain sectors of psychiatry has been that 
the presence of a psychosomatic disorder 
would militate against the occurrence of a 
psychosis in that the former could be con- 
sidered defensive. However, the data have 
not backed up this impression and it seems 
clear that peptic ulcer and mania may be 
present at the same time. Thus, Honig' in 
a recent paper reports one case in which ul- 
cer coexisted with manic depressive psycho- 
sis and Ross, Hay and McDowall’ report four 
cases of peptic ulcer in manic patients. West 
and Hecker* provide figures which indicate 
that the incidence of peptic ulcer in hospi- 
talized psychotic patients is essentially the 
same as in the general population. 

In light of the above material, the question 
arises as to whether treatment in the manic 
patient might be complicated by the presence 
of an active peptic ulcer. Following is a case 
report of a patient of this sort in which there 
is suggestive evidence that the ulcer did in- 
deed interfere with the treatment and give 
rise to the necessity of altering the regimen 
for the handling of the patient. 


Case Report 


W. D. is a 32 year old white male admit- 
ted to the psychiatric service of the Barnes 
Hospital May 10, 1955, presenting a picture 
of hostility, belligerence and aggressiveness 
of two weeks’ duration. 

In January 1955 the patient had become 
preoccupied with religious matters and at- 
tempted to convert his friends in his home- 
town. He would drive his auto recklessly 
through the streets of the town, he would 
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talk incessantly and stayed awake until the 
early morning hours. These symptoms oc- 
curred at the time that he was slated to take 
on more responsibility in his work and was 
given the task of building up his section of 
the store in which he worked. 

Because of the above symptoms he was 
taken to a private psychiatric hospital near 
his home and given 13 electro-convulsive 
treatments. During the course of ECT he 
developed abdominal pain, tarry stools and 
had a recurrence of a large peptic ulcer. The 
ECT was discontinued. The severe pain 
seemed temporally related to the treatments. 
The patients was placed on an ulcer regimen. 
He was discharged from the hospital to his 
home approximately two weeks prior to his 
entering the Barnes Hospital. At this time 
he was belligerent, struck his wife and child 
and threatened his father with a gun. He 
had followed his diet poorly. 


Past History.— The patient had been 
brought up by a compulsive father who con- 
stantly depreciated the patient’s efforts at 
anything. The mother has suffered for years 
from a peptic ulcer and the maternal grand- 
father died as a direct result of a peptic ul- 
cer. At the age of 15 the patient was sent 
to a military school and remembers crying 
a great deal for several days on leaving 
home. At 18 while at college the patient 
had peptic ulcer symptoms for the first time 
followed by perforation. The _ perforation 
was closed in surgery. It appears that dur- 
ing this episode he also was quite belligerent 
and aggressive. The patient had ulcer symp- 
toms about every spring and autumn for the 
years in between his admission to Barnes 
and the perforation. He has also had fre- 
quent periods of depression accompanied by 
self-condemnation and somatic preoccupa- 
tion. 


Course in the Hospital and After Dis- 
charge.—A GI series done May 20, 1955 one 
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day after admission to the Barnes Hospital 
revealed a duodenal ulcer and as a result an- 
tispasmodics (probanthine) and antacids 
were immediately given. The patient was 
started on 100 mg. of chlorpromazine I.M. 
and then given 100 mg. by mouth three times 
a day. By the second week of hospitalization 
he was getting 1600 mg. chlorpromazine a 
day in four divided doses. The ulcer pain sub- 
sided and the patient’s hostility and overac- 
tivity decreased. The chlorpromazine was 
reduced and the patient was discharged on 
200 mg. four times a day. At the time of his 
discharge June 25, 1955, the ulcer was con- 
sidered healed. The patient continued on 
chlorpromazine throughout the summer and 
fall of 1955. He experienced a few days of 
hyperactivity which were controlled by rais- 
ing the dosage of chlorpromazine. His gas- 
trointestinal symptoms were minimal and 
the patient reported them as an occasional 
feeling of abdominal upset. He felt they 
were the least in intensity since he had de- 
veloped the ulcer at the age of 18. 


Discussion 


There are many factors of this case 
worthy of discussion. There is evidence that 
the patient’s ulcer symptoms are closely as- 
sociated with his manic behavior. It would 
be of interest to know if his mother and 
maternal grandfather, both of who suffered 
from peptic ulcer, also were subject to pe- 
riods of hyperactivity. Unfortunately the 
material available is not complete and of 
value only for speculation. 


One fact is clear, however, from the his- 
tory. With the administration of electro- 
convulsive theray the patient’s ulcer symp- 
toms became worse; and added to the ob- 
vious hyperactivity was the hostility and 
belligerence. It is possible to explain the 
increased ulcer difficulties by consideration 
of recent research. Bliss, et al.' compared 
the 17 hydroxycorticosteroid levels in plasma 
before and after electro-convulsive therapy 
and found that it was significantly higher 
after treatment. They point out that it is 
clear that the shock therapies cause an in- 
crease in the concentration of adrenal ste- 
roids in the circulation which in turn has 
an effect on the cells of the body. Gray et 
al.” present data indicating that the admin- 
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istration of adrenocorticotrophic hormone 
produces an increase in gastric HCl secre- 
tion which is correlated with peptic ulcer 
symptoms and ulcer pathology. They con- 
clude that there are significant hormonal 
influences in addition to the neural stimuli 
through the vagus nerves in the pathogene- 
Sis of peptic ulcer. Considering the above 
two pieces of research, a rationale is avail- 
able for the effect of ECT on the patient’s 
peptic ulcer and one would not be remiss in 
suggesting that the administration of ECT 
in neurosis or any psychosis with peptic ul- 
cer is unwise if there is another type of 
therapy available. 

It may be noted from the case protocol 
that the patient responded rather well to 
the usage of chlorpromazine. The efficacious 
effect of chlorpromazine on attacks of psy- 
chomotor excitement seems generally ac- 
cepted and has already been reported in the 
literature by Lehman and Hanrahan." It is 
of some interest, however, that the patient 
believed he had less difficulty from his ul- 
cer after his discharge from the hospital 
than he had had for many years. This pe- 
riod of relative comfort coincided with his 
taking a high dosage of chlorpromazine. One 
of the questions which would then arise is 
whether the drug in any way influenced the 
levels of corticoids in the blood or had an ef- 
fect on the neural stimuli to the gastrointes- 
tinal tract. 

REFERENCES 


1. Honig, E. M.: Psychosis and Peptic Ulcer, Bulle- 
tin of the Menninger Clinic, 19:61 (March) 1955. 

2. Ross, W. D., Hay, J., and McDowall, M. F.: The 
Association of Certain Vegetative Disturbances 
with Various Psychoses, Psychosom. Med., 12: 
171, 1950. 

3. West, B. M., and Hecker, A. O.: Peptic Ulcer— 
Incidence and Diagnosis in Psychotic Patients, 
Am. J. Psychiat., 109:35, 1952. 

4. Bliss, E. L., Migeon, C. J., Nelson, D. H., Sam- 
uels, L. T., and Branch, C. H. H.: Influence of 
E.C.T, and Insulin Coma on Level of Adreno- 
cortical Steroids in Peripheral Circulation, Arch. 
Neurcl. & Psychiat., 72:352, 1954. 

5. Gray, S. J., Ramsey, C., Reifenstein, R. W., and 
Benson, J. A.: The Significance of Hormonal Fac- 
tors in the Pathogenesis of Peptic Ulcer, Gastro- 
enterology, 25:156, 1953. 

6. Lehmann, H. E., and Hanrahan, G. E.: Chlor- 
promazine: New Inhibiting Agent for Psychia- 
tric Excitement and Manic States, Arch. Neurol. 
é& Psychiat., 71:227, 1954. 


4 
> 
“33 


1956 


DISEASES OF THE NERVOUS SYSTEM 


Treatment of Anxious Patients With Drugs 


LEO E. HOLLISTER, M.D., AMy N. STANNARD, M.D., and 
CHARLES FRANCIS DRAKE, M.D. 


Palo Alto, California 


Anxiety, in one form or another, is the 
most common symptom confronting the 
practicing physician. It has been estimated 
that one-third of all patients seeking medi- 
cal assistance suffers primarily from some 
manifestation of anxiety and that as many 
move have anxiety secondary to some other 
medical problem.‘ The best treatment for 
anxiety is to remove its cause, whether psy- 
chological or medical. Frequently, it is de- 
sirable to attain some degree of symptomatic 
relief of anxiety before definitive treatment 
is undertaken. Symptomatic relief may be 
all that is ever feasible for some patients. 


Sedative drugs have been widely used for 
symptomatic relief of anxious patients in 
the past. Until recently, phenobarbital has 
been the favorite drug of this type, with 
prescriptions containing barbiturates near 
the head of the list of prescribed drugs.° 
Because of its concomitant hypnotic prop- 
erties, phenobarbital has not been an ideal 
sedative despite its great popularity. The 
recent introduction of “tranquilizing” or 
“ataractic” drugs has broadened consider- 
ably the choice of agents producing sympto- 
matic relief in anxious patients. 


Methods and Materials 


A total of 131 hospitalized psychiatric pa- 
tients were studied. The diagnoses were 
psychoneurosis in 103 patients (90 of whom 
had anxiety reactions), schizophrenic reac- 
tion of the pseudo-neurotic type with no dis- 
organization of personality or distortion of 
reality in 17, personality disorder (chiefly 
emotional instability reaction) in eight, and 
other diagnoses in three patients. All pa- 
tients had anxiety as the predominant symp- 
tom. The patients were men, most of them 
veterans of World War II. Their ages ranged 
between 21 and 64 years, the median age be- 
ing 32 years. The psychiatric disorder hac 


From the Veterans Administration Hospital, Palo 
Alto, California. 


been present for periods varying between 
two and twelve years, the median duration 
of illness being eight years. 


The aim of these studies was not pri- 
marily to assess the long-term usefulness of 
drugs in treating anxious patients, but to 
determine their efficacy in providing symp- 
tomatic relief and facilitating the definitive 
treatment. The double-blind method was 
used in four trials involving 97 patients. 
These trials were conducted as follows: 


1) Twenty patients received alternate 21 day 
courses of reserpine 1.5 mg. daily or placebos iden- 
tical in appearance. The patients were not aware 
that two separate courses were being given con- 
secutively and the physicians did not know the or- 
der of administration of the drugs. 


2) Twenty-five patients received alternate 21 day 
courses of reserpine 1.5 mg. daily or phenobarbital 
90 mg. daily. The two drugs were offered in similar 
tablets, using the same technique described above. 

3) Twenty-eight patients received alternate 21 
day courses of the alseroxylon fraction of Rauwol- 
fia serpentina 12 mg. daily or placebos. 

4) Twenty-four patients received alternate - 21 
day courses of meprobamate 3200 mg. daily or 
placebos. 


All patients in the double-blind trials were 
later maintained or started on active drugs 
for continued treatment. Twenty patients, 
all of whom had previously received reser- 
pine, were given equivalent doses (1 to 1.5 
mg. daily) of another pure alkaloid of Rau- 
wolfia, rescinnamine. Fourteen patients, all 
with severe degrees of anxiety, were treated 
with chlorpromazine daily doses of 200 to 
800 mg. 

Judgment of improvement was made on 
the basis of what the patients said and did. 
Prior to treatment each patient was inter- 
viewed regarding his symptoms. A feeling 
of inner tension, restlessness, insomnia, 
headache, and lack of appetite were fre- 
quently mentioned. These initial symptoms 
were compared with those described at sub- 
sequent interviews during the course of 
treatment. In addition, each patient was un- 
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der close observation during the trial of 
therapy. He was judged on the basis of his 
cooperation in ward routine, his ability to 
relate with personnel and other patients, his 
accessibility to psychotherapy, and his de- 
scribed behavior on passes or leaves from 
the hospital. No patient was rated as hav- 
ing improved unless both he and the ward 
staff agreed that improvement had occurred. 
If a difference was noted between the courses 
of treatment, the degree of change must 
have been unequivocal. Because of the short 
period of the double-blind trials, improve- 
ment was sometimes slight, even though 
definite. 


Results of Studies 


1) Reserpine 1.5 mg. Daily Compared with 
Placebos: 20 Patients. 


Nine patients experienced symptomatic relief co- 
inciding with the administration of reserpine. Two 
patients improved on placebo only. Four patients 
improved on both reserpine and placebo, while five 
were unchanged during the entire trial. (Table 1.) 
Complaints of fatigue, irritability and mental de- 
pression, tremulousness, and nasal stuffiness were 
frequent in these patients. Although some of these 
complaints were also reported during periods of 
placebo administration, the difference in frequency 
of side reactions was significantly higher in pa- 
tients who were receiving active drug. 


TABLE 1 


Reserpine 1.5 Mg. Daily Compared with 
Placebos in Twenty Anxious Patients 


= = 

33 88 23 35 = 

VAS =) ~ 

Anxiety Reaction 15 8 1 2 4 
Psychoneurosis, Other 1 0 0 1 0 
Schizophrenic Reaction 3 1 1 0 1 
Personality Disorder 1 0 0 1 0 


2) Reserpine 1.5 mg. Daily Compared with 
Phenobarbital 90 mg. Daily: 25 Patients. 


Fourteen patients experienced symptomatic re- 
lief coinciding with the period in which reserpine 
was given. Two patients improved on phenobarbi- 
tal and felt worse on reserpine. Four patients im- 
proved equally on both drugs, while five showed no 
appreciable change during treatment. (Table 2.) 
Judging by the reactions of patients during the two 
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phases of treatment, reserpine increased their abil- 
ity to deal with their emotional problems. The main 
effect of phenobarbital was to induce better sleep. 
Side reactions were greater from reserpine than 
from phenobarbital. 


TABLE 2 


Reserpine 1.5 Mg. Daily Compared with 
Phenobarbital 90 Mg. Daily in Twenty-five 
Anxious Patients. 


2. 
50 Ses 30 
Ze 3 ~ 
Anxiety Reaction 15 7 2 3 3 
Psychoneurosis, Other 4 3 0 1 0 
Schizophrenic Reaction 3 4 0 0 1 
Personality Disorder i 0 0 0 1 
2 2 0 0 0 


CBS*, Trauma 


*CBS—Chronic Brain Syndrome 


3) Alseroxylon Fraction of Rauwolfia 12 
mg. Daily Compared with Placebos: 28 
Patients. 


Fourteen patients experienced symptomatic re- 
lief during the course of active drug. Two patients 
improved on placebo more than active drug. Two 
patients improved both on drug and placebo, while 
10 patients showed no significant change during 
either course. (Table 3.) The side reactions from 
treatment with alseroxylon fraction were compa- 
rable in type to those produced by reserpine though 
of less frequency and severity. This lower incidence 
of side reactions was not dependent upon any less- 
ening of sedative effect. 

Nine patients had diastolic blood pressures of 
100 mm. Hg. or more at the beginning of these trials. 
Measurements of blood pressure were compared 
during each course of treatment. Two patients had 
no significant change in blood pressure after either 
course. Seven patients had a fall of 15-20 mm. in 
the diastolic pressure after the course of alseroxy- 
lon as compared to placebo. In this regard, alserox- 
ylon fraction produced more consistent lowering of 
elevated blood pressure than did reserpine. 


TABLE 3 
Alseroxylon Fraction of Rauwolfia 12 Mg. 
Daily Compared with Placebos in Twenty- 
eight Anxious Patients. 


THRE 

S25 oo Ea 31 

Soe 29 2 

ES E< = 

Anxiety Reaction 19 12 a 1 5 
Schizophrenic Reaction 5 0 1 1 3 
Personality Disorder 4 2 0 0 2 
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4) Meprobamate 3200 mg. Daily Compared 
with Placebos: 24 Patients. 


Eleven patients experienced symptomatic im- 
provement coinciding with the period in which ac- 
tive drug was administered. Three patients im- 
proved only on placebo. Three patients were im- 
proved by both drug and placebo, while seven pa- 
tients remained unchanged during the trial of ther- 
apy. (Table 4.) Few side reactions were noted 
from this drug. Symptoms such as dizziness or 
sleepiness were generally due to overdosage and 
easily relieved by reducing the dose of drug. A 
number of patients complained of poor appetite or 
nausea following use of the drug. Most patients 
slept well while on meprobamate, something not 
nearly so often reported by patients on Rauwolfia 
compounds. 


TABLE 4 
Meprobamate 3200 Mg. Daily Compared with 
Placebos in Twenty-four Anxious Patients 


ee 

=o - = = 

= ne == = 

Anxiety Reaction 16 9 1 3 3 
Psychoneurosis, Other 3 i! 1 0 1 
Schizophrenic Reaction 4 1 0 0 3 
Involutional Reaction 1 0 a 0 0 


d) Rescinnamine 1 to 1.5 mg. Daily: 20 Pa- 
tients. 


Twenty patients who had received reserpine be- 
fore were treated with rescinnamine, a pure alka- 
loid of Rauwolfia with pharmacologic properties 
similar to reserpine. Ten of 15 patients with anx- 
iety reactions were improved by treatment with 
rescinnamine in daily doses of 1 to 1.5 mg. for 28 
days to 140 days. One of two patients with schizo- 
phrenic reactions and one of two patients with per- 
sonality disorder were also improved. One patient 
with a neurotic depressive reaction was not relieved. 
Thus 12 of 20 patients treated with rescinnamine 
cxperienced symptomatic improvement. 

Although the degree of improvement and its fre- 
quency were no greater from this alkaloid than 
from reserpine, rescinnamine produced less side re- 
action. Because of this, rescinnamine was pre- 
ferred to reserpine by almost all the patients in this 
trial. Although a double-blind control was not used, 
it was felt that these reports of diminished side re- 
actions were reliable. 


6) Chlorpromazine 200-800 mg. Daily: 14 
Patients. 


Patients selected for treatmenc with chlorproma- 
zine were those in whom anxiety was generally 
marked by much psychomotor activity and those 
whom treatment with other drugs in low Coscs had 
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failed to relieve. 


The dose of chlorpromazine used 
in these patients varied between 200 and 800 mg. 
daily, most of them receiving 400 mg. orally. Seven 
of 10 patients with anxiety reactions experienced 
adequate relief of symptoms, as did two of three 
patients with conversion reactions and one patient 


with an obsessive-compulsive reaction. Thus, 10 of 
14 patients treated with chlorpromazine were im- 
proved. Symptomatic relief was often quite rapid, 
and the patient could be maintained on lower doses 
thereafter. No complications were noted from this 
treatment. When doses higher than 400 mg. daily 
were used, patients were considerably sedated. 


Discussion 


The physician confronted with the prob- 
lem of treating an anxious patient now has 
a larger armamentarium of drugs than ever 
before. Judging by the results of the va- 
rious double-blind trials, reserpine, alseroxy- 
lon fraction of Rauwolfia, and meprobamate 
are effective sedatives. Reserpine is more 
effective than phenobarbital in the doses or- 
dinarily used. Other double-blind trials us- 
ing reserpine in smaller doses,* and a com- 
bination of reserpine and chlorpromazine,‘ 
have been equally convincing regarding the 
efficacy of these drugs as sedatives. Out-pa- 
tient treatment of psychoneurotic patients 
has been highly successful using reserpine 
in similar doses.*" Alseroxylon fraction, 
which contains reserpine as well as several 
other pharmacologically active alkaloids of 
Rauwolfia, should be expected to be equally 
effective as a sedative. Meprobamate has 
been highly effective in treating anxious pa- 
tients even in lower doses than used in this 
study.‘ Clinical trials of rescinnamine for 
treatment of hypertension have raised the 
possibility that this alkaloid might produce 
less adverse mental symptoms.” Despite our 
uncontrolled trial of this drug, the conclu- 
sion appears to be justified that rescinna- 
mine has the same order of sedative effect 
as reserpine. Chlorpromazine has been ex- 
tensively studied in treating the major psy- 
choses, but rcports are less often made con- 
cerning its use in the anxious patient. A fa- 
vorable report was made using relatively 
small doses,'’ but other investigators have 
tended to use higher doses for optimal ef- 


Side reactions are not of critical impor- 
tance for hospitalized patients, but among 
out-patients they may interfere with normal 
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function. Both reserpine and chlorpromazine 
produce minor side reactions frequently 
enough to limit their usefulness in out-pa- 
tients. Serious side reactions from chlor- 
promazine (jaundice, leucopenia, and hypo- 
tensive crises) are infrequent but present 
enough risk to limit use of this drug to pa- 
tients with severe and intractable symptoms. 
The alseroxylon fraction of Rauwolfia, res- 
cinnamine, and meprobamate have less ten- 
dency to produce annoying side reactions and 
may be more acceptable to some patients. 
Meprobamate would appear to be the drug 
most easily tolerated. 

No attempt was made in these studies to 
limit other forms of treatment. To some ex- 
tent, the lack of such an attempt may have 
influenced favorably the results, but it re- 
flects our thinking that the drugs play only 
an adjunctive role. On the other hand, the 
chronicity of illness, the factor of compensa- 
tion, and the secondary gains of hospitaliza- 
tion were conditions which made treatment 
more difficult. Most of the patients who re- 
sponded well to the drugs early in the course 
of treatment continued to obtain relief as 
long as the drugs were continued. A num- 
ber of patients showed no improvement until 
a longer course of drug therapy was given 
following completion of the double-blind 
trial. As soon as it was felt that the pa- 
tients were well established in effective psy- 
chotherapy, an attempt was made to wean 
them from these drugs. Some patients ex- 
hibited a prompt recrudescence of symptoms 
when the drug was stopped, suggesting that 
adequate definitive treatment had not been 
given. None of these patients had a serious 
exacerbation of anxiety or depression from 
the Rauwolfia compounds despite the fact 
that irritability and depression were changes 
in mood sometimes produced by the drugs. 
The reports of exacerbation of mental symp- 
toms in some patients on Rauwolfia com- 
pounds indicates that these patients should 
be closely observed during treatment.'*:"' 


Summary 


Studies of small groups of patients using 
a double-blind control were used to evaluate 
the symptomatic relief of anxiety produced 
by reserpine, reserpine compared to pheno- 
barbital, alseroxylon fraction of Rauwolfia, 
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and meprobamate. Each of the 97 patients 
in these studies acted as his own control. In 
addition, 20 patients were treated directly 
with rescinnamine and 14 patients with 
chlorpromazine. Each of the drugs provided 
effective relief of symptoms of anxiety in 
one-half or more of the patients treated. 
Reserpine, alseroxylon fraction, and mepro- 
bamate were superior to placebos, and reser- 
pine was superior to phenobarbital in the 
double-blind trials. Rescinnamine had seda- 
tive properties comparable to reserpine. 
Chlorpromazine produced excellent results 
when given in large doses to patients with 
marked symptoms. 


The occurrence of minor side reactions 
limits the usefulness of reserpine in anxious 
patients. Alseroxylon fraction and rescinna- 
mine produced less troublesome reactions. 
Meprobamate, because of its relative lack of 
side reactions and its effective sedation, was 
judged to be most generally useful in these 
patients. Because of the rare occurrence of 
serious complications from the use of chlor- 
promazine, this drug should be reserved for 
the most anxious patients, where high doses 
of drug would be desirable. 


Acknowledgment: Reserpine, alseroxylon fraction 
(rauwiloid), and rescinnamine were supplied by Ri- 
ker Laboratories, Inc., Los Angeles. Meprobamate 
(Miltown) was supplied by Wallace Laboratories, 
New Brunswick, N. J. Chlorpromazine (Thorazine) 
was supplied by Smith, Kline and French Labora- 
tories, Philadelphia. 
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A Rule of Thumb for Evaluation of the 
“Psychic Age-Group” 


EDMUND BERGLER, M.D. 
New York, New York 


Men occasionally stumble over the truth, 
but most of them pick themselves up and 
hurry off as if nothing had happened. 


Winston Churchill. 


A middle-aged patient, a successful archi- 
tect with “new ideas,” made a pertinent ob- 
servation during one of his depressed moods: 
“Recently I’ve observed in myself a trait 
which I dislike. I examine the faces of my 
collaborators, and even the faces of stran- 
gers; I study their facial lines and expres- 
sions, trying to figure out how they came to 
terms with their disappointments. This mix- 
ture of curiosity and resigned gloating is 
new. It seems I’m getting old.” Then, in ac- 
cordance with the Churchillian observation 
quoted above, he dropped the topic and re- 
verted to his standard theme of complaints 
about his dreary fate as an innovator: first 
ignored, then attacked, eventually plagiar- 
ized. 

The man’s observation, though it was 
quickly suppressed and subsequently re- 
pressed, hit a point of sensitivity common to 
all middle-agers. Regardless of relative suc- 
cess, he partially accepts his subjectively felt 
defeat, while at the same time uneasily com- 
paring his state with that of each contempo- 
rary. The envious question of youth— 
“what has the other fellow achieved ?’’—is 
now reformulated, and becomes—‘‘how does 
the other fellow come to terms with and di- 
gest his disappointments?” In a few short 
years, the query will be reformulated into 


“how long will the other fellow live?” 

Youth, middle age, old age, are well cir- 
cumscribed by these questions. The classifi- 
cation is not necessarily determined by the 
birth certificate; there are youthful and old 
“middle-agers,” youthful and old “old- 
agers.” The questions these people ask 
themselves are a reliable clue to their inner 
evaluation of themselves, and therefore pro- 
vide an answer to the enigma of the “‘psychic 
age-group.” 

It is easy to dismiss this problem with the 
old wisecrack: ‘“‘A woman is as old as she 
looks, and a man as old as he feels.” The 
subjective feeling, the objective appearance, 
are equally faulty indicators of the inner 
state of affairs. The successive reformula- 
tions of a single question listed above, are 
more accurate indications, especially since 
most of the individuals observed have no 
conscious awareness of the meaning or im- 
plication of the question. It is most unusual 
for a patient to make a comment such as that 
made by the architect quoted at the begin- 
ning of this paper. In fact, the architect’s 
feat was so exceptional that he promptly 
“forgot” his conclusion. 

Generally, it is up to the observer alone to 
register and evaluate the questions people in 
different age-groups are asking. 

What it practically amounts to is an in- 
creased deposit of a psychic ingredient most 
people scoff at, or are totally ignorant of— 
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psychic masochism. Middle age reminds peo- 
ple of their approaching end. In a spurt of 
rebellion, they want to begin life anew, only 
to discover that the irretrievable is irretriev- 
able still. Nearly all men go through a 
“middle-age revolt,” as described in my re- 
cent book, “The Revolt of the Middle-aged 
Man (A. A. Wyn, Inc., New York, 1954.) 
This “revolt” pertains mostly to the sexual 
sphere: grandiose plans of divorcing the 
wife, exchanging the latter for a younger 
companion, are concocted. Usually these 
plans come to nothing, or involve the victim 
of “second adolescence”’ in greater trouble. 
Parallel with this trend goes another: the 
wish to get rid of ail obligations, profes- 
sional and conventional] duties. 

After a short period (sometimes the whole 
upheaval amounts to no more than a storm 
in a cocktail shaker, or to talk, self-torturing 
thoughts and abortive reactions), the stage 
of resignation sets in. Before accepting facts 
as they are, the ominous question is posed 
time and again: “How does the other fellow 
digest his disappointments?” Naturally the 
question contains a good deal of gloating, 
and is not asked out of curiosity. Every cry- 
baby look, every depressed expression, every 
comparatively deep facial fold on the other 
person’s face is taken as proof positive that 
he too, has found himself in a miserable po- 
sition. 

Is this an indication that malice increases 
with age? I don’t think so. I believe that 
the ego has become less capable of fooling it- 
self, is more helpless against inner re- 
proaches, and therefore more masochistic. 
To counteract masochism, pseudo-aggression 
is emphasized as inner defense. The proc- 
ess continues even more markedly if possible, 
as the individual progresses toward old age. 

What about middle-aged and old men who 
retain a good many of their previous hopes, 
aspirations, day dreams and especially, ac- 
tivities? Here an unconscious mechanism 
of denial and scotomization of facts is ob- 
servable. The mechanism takes its toll how- 
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ever, in premature organic diseases e.g., 
heart, or else, in terms of the individual’s 
impact on his environment: he may make 
himself ridiculous by failing to “‘be his age.” 
These old men who act like youngsters find 
it difficult to overcome the unavoidable irony 
of their juniors. It is true that youth is mer- 
ciless, and takes advantage of even harm- 
less failings. Boswell records this statement 
of Samuel Johnson: 

“There is a wicked inclination in most 
people to suppose an old man decayed in 
his intellect. If a younger or middle-aged 
man, when leaving a company, does not 
recollect where he laid his hat, it is noth- 
ing; but if the same inattention is discov- 
ered in an old man, people will shrug their 
shoulders, and say, ‘His memory is go- 
ing.’ ” 

Moreover, the young-acting oldsters are es- 
pecially hurt when confronted with the un- 
willingness of young people to accept them, 
officially, as young, while at the same time 
unofficially making allowances for their real 
age. Where this benevolence is absent, de- 
pressive trends come to the fore. Here is an 
example: A great artistic performer while 
in analysis bitterly quoted an observation 
made by Jose Iturbi: “The only time you 
realize you have a reputation is when you’re 
not living up to it.” The performer was re- 
ferring to a critical review which alluded to 
his age, and was exasperated out of propor- 
tion to the importance of the incident. 


% 


The whole problem of the “psychic age- 
group” contains a series of unclarified fa- 
cets, especially in connection with external 
appearances. Some neurotics look older, 
some younger, than their actual years. The 
psychic interconnections are by no means 
fully elucidated, and uniformity is lacking. 
In the framework of the still unknown, the 
three crucial questions enumerated in this 
study, at least hint at the subjective evalua- 
tion of the test-subject. 
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Newer Drug Therapies 
J. ROTHERY HAIGHT, M.D. 
Assistant Director, Kings Park State Hospital 


The use of Thorazine and Serpasil on an experi- 
mental basis was started early in the summer of 
1954. Naturally, our staff was interested in testing 
the drugs for themselves and in verifying the glow- 
ing accounts published in the literature. Our find- 
ings proved most promising and far beyond expec- 
tations. 

Since January 1, 1955, there has been ever-in- 
creasing use of the tranquilizers throughout the 
hospital. From that date accurate entries of the 
cases treated were recorded and reported to the Re- 
search Department where further statistical stud- 
ies will be made for a complete evaluation. 

From January 1, 1955 to March 1, 1956 a total 
of 2,916 patients have been treated, of whom, 2,113 
received Thorazine and 803 Serpasil. At this time 
121 patients are on a convalescent status, being 
treated with a maintenance dosage of either Thor- 
azine (89) or Serpasil (32). Accurate records of 
treatment have been kept for further studies and 
evaluation. 

Experience has shown that the average mainte- 
nance dose of Thorazine is from 100 to 200 milli- 
grams daily, and of Serpasil 2 to 3 milligrams. It 
has been deemed advisable to keep these patients 
on a maintenance dose as they relapse without it. 
We are not sure how long these drugs should be 
taken for optimum benefit. At first we thought that 
two to three months would suffice, but now we find 
a maintenance dose must be given for six to eight 
months or longer. In fact we may have to continue 
this maintenance dose indefinitely. 

This regimen poses two important questions: Is 
it dangerous to keep a patient on Thorazine this 
length of time? What tests are needed to safe- 
guard the patient? Good therapeutic procedure 
demands that a preliminary blood count and bili- 
rubin be done before starting treatment and that 
routine checks be made bi-monthly for the first two 
or three months of treatment. Careful clinical eval- 
uation and observation is also essential. On an out- 
patient basis we believe this should be done monthly, 
which is the practice adopted in this hospital. For- 
tunately we have had only a .005“ incidence of 
jaundice symptoms in the cases treated which is 
very low. Two of these cases, both female, devel- 
oped jaundice from treatment to admission prior 
to this hospital. The laboratory found definite liver 
damage in twelve cases where jaundice symptoms 
were present. Sixteen cases had elevated serum 
bilirubin values, none of which showed clinical evi- 
dence of jaundice. According to our findings the 
total value of serum bilirubin above 2 milligrams 


*Meeting of April 5, 1956 held at Kings Park 
State Hospital, Kings Park, N. Y. 


per cent should be indicative of the development of 
clinical jaundice, although several cases showed a 
somewhat higher bilirubin value without developing 
clinical jaundice. The laboratory findings indicate 
that Thorazine treatment should be stopped at a 
value of 1 milligram per cent in order to avoid liver 
damage. If the bilirubin values go down again in 
subsequent examinations, the treatment may be re- 
sumed. All cases have responded favorably with- 
out sequela with immediate withdrawal of Thora- 
zine. 

After fourteen months of treatment with Serpa- 
sil, it has been determined that preliminary labora- 
tory tests and follow-up are not indicated if routine 
admission tests are within normal ranges. 


We are often asked by relatives if the “wonder 
drugs” are habit forming. The answer is ‘‘no.” 
However, both the therapist and the convalescent 
patient are apprehensive about stopping the main- 
tenance dose when the patient is adjusting well for 
fear of the consequences. Many of the general prac- 
titioners who help us in our follow-up, as well as 
the physicians in our metropolitan clinics, often stop 
the drugs without realizing the significance of what 
is going to occur. There seems to be a reluctance 
of these groups to carry patients on a continued 
maintenance dosage. 

On the other hand, many patients, as well as their 
relatives, have repeatedly requested that treatment 
be stopped because of untoward side effects. These 
people are assured that these effects lessen as the 
treatment goes on after sufficient time has elapsed 
for the therapeutic effect to take place. When the 
patients have improved mentally they seldom com- 
plain of the side effects. 

We concur in the findings of others that if after 
treatment with Thorazine a relapse occurs, it will 
require larger amounts of the drug and a longer 
period of therapy before the previous good results 
are again reached. Ultimately this result is achieved 
and the original maintenance dosage again holds the 
patient. 

Large quantities of these new drugs should be 
administered only in a hospital setting. If followed 
closely complications are rare with little relative 
danger to the patient. 

Further impressions gained are that these two 
drugs work best in the group of functional psy- 
choses, particularly the disturbed. Thorazine seems 
to work faster and relapses occur quicker when 
withdrawn than with Serpasil. Neither seems to 
help in depression unless there is a physical or psy- 
chomotor hyperactivity with anxiety. Occasionally 
an involutional type will be helped. Not infre- 
quently depression of a severe type occurs in schiz- 
ophrenia so that the Thorazine has to be stopped. 

We also have used the tranquilizers on organic 
types with favorable results. Serpasil seems to be 
more beneficial in idiopathic epilepsy. Thorazine is 
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the drug of choice in grand mal seizures in general 
paretics, arteriosclerotics and also the mental de- 
fectives with this phenomenon. Following lobotomy, 
both have been used with equally good results but 
there is no criteria yet as to which one will work, 
and the choice is up to the clinician. If one drug 
does not work we try the other, or a combination 
of the two. A few lobotomy cases under treatment 
with Thorazine who formerly had no seizures de- 
veloped grand mal seizures, or have gone into status 
epilepticus. 

The general overall results depend as may be ex- 
pected on inherent personality and its preservation 
of regression, coupled with the duration of the ill- 
ness. Behavior improves with gradual return of 
interest in surroundings and then slow but steady 
fading of delusions and hallucinations. This usu- 
ally requires several months. Patients improving 
on Serpasil seem to be more outgoing and out- 
spoken and take a more active part in group ther- 
apy than those treated with Thorazine. 

In summary, the impact of these two products 
has been tremendous and truly they may be called 
“wonder drugs.’”’ Their effect in the hospital has 
been far-reaching. The need for maintenance shock, 
sedation and mechanical restraint has been greatly 
reduced. There are less accidents, to patients and 
employees, and a marked reduction in property 
damage. Personnel in all echelons are enthusiastic 
about the improved patient care that can be ren- 
dered; consequently, morale of employees has been 
boosted tremendously. 

With these new drugs supplementing our arma- 
mentarium we have had to increase our capacity to 
treat the patient as an individual! with psycho- 
therapy, group therapy, occupational therapy and 
recreational program. The patients are once more 
in touch with reality and are demanding an oppor- 
tunity to express themselves. 


Laboratory Correlation in Use of 
Tranquilizing Drugs 
REUBEN M. CARES, M.D. 
Director of Clinical Laboratories 
Kings Park State Hospital 


Until recently laboratory examinations had no 
close relationship to the management of non-organic 
psychoses. In the past few decades various forms 
of convulsive therapy— insulin shock, electric shock, 
metrazol, etc., merely required such laboratory ex- 
aminations as were needed to screen out physical 
contraindications. Now, however, with the advent 
of the tranquilizing drugs laboratory coordination 
with clinical management of so-called functional 
psychoses is essential. 

The tranquilizing drugs constitute a new phar- 
macologic advance—specific and predominant action 
on mental functions, with little or infrequent action 
on the soma. Hitherto, the basic drug armamen- 
tarium of the psychiatrist included sedatives and 
common pharmaceuticals aimed at counteracting 
systemic disorders such as cardiovascular diseases, 
respiratory diseases, acute infections and the like. 
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Treatment was directed at these non-mental dis- 
orders primarily to counteract or minimize their 
interfering effects on psychoses. With the current 
widespread and intensive administration of prom- 
ising and potent tranquilizing drugs, an age-old 
principle of pharmacology now applies to psychia- 
tric practice. This is, that the more potent the 
drug, the more likely will there be unwanted side- 
effects. 


In the Kings Park State Hospital an intensive 
program of tranquilizing drugs was begun January 
1955. As of the end of January 1956, Dr. Haight, 
the Clinical Director, reports that 1604 mental pa- 
tients have been given courses of chlorpromazine 
therapy (Thorazine). An additional 694 cases were 
given reserpine (Serpasil). 

Published reports indicate that there may be mi- 
nor or transient side effects in chlorpromazine ther- 
apy. Attention has been drawn to the infrequent 
but more serious complications of jaundice and 
blood dyscrasia. Even in small series in institu- 
tions or private practice, the toxic effects on the 
liver and blood have resulted in occasional fatalities. 
Careful clinical and laboratory observations to de- 
tect early toxicity is now well established practice. 
Reserpine therapy, widely used for some years in 
general medicine, particularly as sedation in hyper- 
tensive disease, appears to be relatively safe. Nev- 
ertheless, precautionary laboratory checks on the 
694 cases receiving this drug were carried out for 
one year. In no case was there any evidence of 
jaundice. In one or two cases, a mild degree of 
anemia, possibly coincidental and irrelevant, were 
observed. There were no other side effects as evi- 
denced by routine pretreatment and intratreatment 
laboratory studies. 


Laboratory tests were chiefly serum bilirubin and 
alkaline phosphatase determinations for detecting 
liver damage; complete blood counts to obviate 
anemias or agranulocytosis. A routine screening 
examination was done on all patients in the week 
prior to instituting therapy. Thereafter, one or 
more series of blood tests were performed on all 
patients, beginning in the third or fourth week of 
treatment and repeated once or twice at monthly 
intervals. Among 1604 cases on Thorazine treat- 
ment, there were uncovered six cases of clinical 
jaundice with elevated serum bilirubin from 4 to 
8 mgm/‘,, an incidence of less than 4 per 1000. Ten 
additional patients showed slightly increased serum 
bilirubin values of 1 to 3 mgm/% without jaundice. 


We believe the close attention to laboratory check- 
ups is largely responsible for the low incidence of 
4(, in this hospital. No blood disorders of a seri- 
ous nature were found in the entire group although 
moderate leukopenia was found in several instances. 
The alkaline phosphatase test was done on a num- 
ber of patients utilizing the lengthy Bodansky pro- 
cedure. On two cases, alkaline phosphatase values 
were high, 16 units and 10 units respectively, with 
high bilirubin values and clinical jaundice. 


Of considerable interest are the recent researches 
of Goldenberg. Working at the Hillside Hospital, 
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Jamaica, New York, detailed biochemical studies at 
weekly intervals, have been conducted on groups of 
12 patients on Thorazine. He feels that the alka- 
line phosphatase test is a more sensitive indication 
of impraired liver function than serum _ bilirubin. 
Liver Gamage can be detected before there is any 
laboratory or clinical evidence of jaundice. 
Goldenberg points out other significant features 
of chlorpromazine therapy. First, only a very small 
percentage of the drug is absorbed by the intes- 
tinal tract in oral dosage; the rate of absorption va- 
ries widely among patients and is independent of 
daily amounts administered. In a particular pa- 
tient, the same constant amount is absorbed en- 
tirely whether 100 or 1000 mgm. are ingested. Sec- 
ondly, the normally functioning liver breaks down 
99 per cent of the Grug into several compounds with 
one major compound excreted in the urine as sulph- 
oxide of Thorazine. This intermediate sulphoxide 
appears to be less toxic to the liver and may be as 
potent therapeutically. The third avenue of inquiry 


is the possible parallel] between Thorazine blood lev- 
els and therapeutic effect analogous to current prac- 
tice in sulfonamide therapy. 

Of laboratory interest is Goldenberg’s new vastly 
simpler chemical method of alkaline phosphatase de- 
termination, lending itself more readily to routine 
surveys in large groups of patients. About 50 to 
60 cases are tested each week in the laboratory 
from an average monthly load of 200 to 250 new 
cases under treatment. With this spectrophoto- 
metric procedure, Goldenberg finds a normal range 
of 155 to 3.9 units of alkaline phosphatase in pa- 
tients receiving Thorazine; up to 5.5 units are com- 
monly encountered without clinical evidence of tox- 
icity. According to Goldenberg, treatment should 
be stopped if the values exceed 5.5 units. His own 
hospital data is necessarily restricted since no more 
than a dozen cases are treated at one time. Our 
findings, on almost a thousand patients under treat- 
ment, should have greater statistical weight after 
the phosphatase program is well under way. 


Book Reviews 


GALEN ON ANATOMICAL PROCEDURES: Transla- 
tion with introduction and notes by Charles Singer. 
Cloth. $8.75. Pp. 289. Oxford University Press, 
114 Fifth Avenue. New York 11, N. Y. 1956. 


Before Galen, Marinus’ writings on dissections 
and anatomy were the chief source of much of 
Galen’s knowledge. 

Galen, who flourished during the greater part of 
the second century, constantly tilted with the Em- 
piric anatomists of his day. For it was the latter 
who rejected theory and were content to acquire 
anatomical knowledge solely on the basis of per- 
sonal surgical experiences. Galen forcefully pro- 
pounded the dogma that anatomical theory should 
be included in books on diagnosis, prognosis and 
treatment as Hippocrates had done before him. 
Fearing that such strides might perish, he justi- 
fied the setting down of his lectures in written 
form ‘‘for those who find they need it”... (with) 
ncthing but praise for Marinus for recording his 
anatomical experience, though I (am! myself com- 
pelled to write ...on the same theme. since I have 
found his both incomplete and obscure.”’ 

It is this text of his lectures, presentiy produced 
in the English translation from the Greek, that in 
their Latin translation in the 16th century, had 
created a profound influence upon the anatomists 
of the Renaissance period. 

For the primitiveness of certain of Galen’s false 
physiological and anatomical concepts, this reviewer 
would allude to such samplings as that the trachea 
is a special kind of artery; that the veins arise from 
the liver and proceed peripherally; that a nerve 
(neuron), passes into each muscle, then divides and 
reunites to form the tendon which he also called 
neuron. 

The text in general, is a description of the soft 
parts of the monkey imposed upon the human 


skeleton. From numerous passages in the book, 
when read together, one becomes impressed that 
Galen was better versed in human anatomy than 
he cared to set down in writing. Even in our pres- 
ent scientific era, the process of human dissection 
is usually discussion material relegated o tthe pro- 
fessional atmosphere; and it may well be supposed 
that this did not differ in Galen's day. A classic 
passage respecting his structural knowledge of the 
human anatomy is revelatory and well reflected in 
his following passage: “If death come to me not too 
soon, I shall some day explain construction in ani- 
mals too, dissecting them in detail, just as I have 
done for man.” 

The book is practical in that it describes actual 
procedures of dissection and of physiological experi- 
mentation and is unique as the word record of ac- 
tual lectures delivered by this remarkable teacher 
who flourished during antiquity. The book makes 
informative basic reading and furnishes a wealthy 
contribution to the study upon which the modern 
revival of anatomy has developed. 

Lewis J. Siegal, M.D., LL.B. 


ALCOHOLISM, ITS PSYCHOLOGY AND CURE by 
Frederick D. Rea, Cloth. Pp. 143. Philosophical 
Library, Inc., 15 East 40th Street. New York 16, 
New York, 1956. 


This book presents to the lay reader, for whom it 
seems primarily intended, an accurate and clinico- 
scopic view of the complexity of the problem of al- 
coholism. In simple understandable terms, the au- 
thor assembles basic facts derived from clinical and 
sociological research into both the causes and the 
cure of alcoholism. 

The early chapters are concerned with definition 
of the social problem, a description of the metabo- 
lism of alcohol, and a discussion of alcoholic addic- 
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tion with referenuce to the types of individuals and 
races who are susceptible. 

In another section of the book, the various aver- 
sion therapies, such as the Shadel treatment, Apo- 
morphine, Antabuse, and medical hypnosis, are de- 
scribed. 

The major emphasis of the book occurs in the fi- 
nal chapters. Here the author cescribes the pur- 
poses and activities of Alcoholics Anonymous and 
states his convictions, based upon four years in that 
fellowship, that the problem of alcoholism extends 
across the frontiers of different professions, i.e. med- 
icine, psychiatry, law, and religion. All these dis- 
ciplines are extorted to unite in order to play a part 
in helping the individual who suffers from alco- 
holism. The author believes that there are spiritual 
or religious deficiencies in the characterological 
makeup of the alcoholic victim which are as im- 
portant as some of the psychological, physiological, 
and sociological factors. Rccognition of the spir- 
itual needs of the alcoholic is most important in ef- 
fecting a cure. Every alcoholic needs a conversion 
experience, similar psychologically to a religious 
conversion experience, in order to recover. The 
healing power of conversion exists in the give and 
take relationship between the person who offers 
help and the one who receives it. The helper con- 
verts the helped by expression of his willingness to 
help. In Alcoholics Anonymous, the alcoholic is 
recognized as having a disease. He is then shown 
by someone how to accept himself for what he is, 
namely, a defeated, helpless alcoholic. Then he is 
encouraged by the example of his Samaritan helper 
to abstain totally from the use of alcohol. The for- 
mula for a successful recovery, then, is acceptance 
of defeat (self-realization or recognition of the 
problem), discovery of someone who cares about 
the patient’s problem and is sincerely willing to 
help, and finally, active and absolute abstinence. 

Though the author at times seems too evangel- 
istic in his approach, and though he tends to prose- 
lytize the already widely known achievements of 
Alcoholics Anonymous, he is to be commended for 
his earnest effort to present a new type of temper- 
ance education. Such education is of value to the 
welfare of the alcoholic. This book is particularly 
good reading for the family of the alcoholic patient, 
as well as for doctors, lawyers, psychiatrists, and 


clergymen. 
William W. Zeller, M.D. 


THE ROLE OF HUMORAL AGENTS IN NERVOUS 
ACTIVITY by Bruno Minz, M.D. Charles C. 
Thomas, Springfield, Ill. $7.75. P. 230. 


This monograph was written with the purpose of 
clarifying the confused ideas about the role of hu- 
moral agents in nervous activity. The book begins 
with an interesting review of the historical aspects 
of the concept of neurohumoral transmission. Two 
large sections are devoted to the cholinergic and 
adrenergic mechanisms. The final chapter is a dis- 
cussion of the role of humoral agents in the central 
nervous system. 


298 


DISEASES OF THE NERVOUS SYSTEM 


SEPTEMBER 


The literature in this field is voluminous, contro- 
versial and confusing. The author reviews and 
analyzes the large store of experimental and theo- 
retical material and presents in a clear fashion the 
present status of neurohumoral agents in nervous 
activity. The analysis seems objective and careful, 
without prejudice or speculation. He discusses the 
biological methods used in the studies on a acetyl- 
choline and indicates the advantages, disadvantages 
and limits of these methods. He points out that so 
much of the experimental work has been done on 
animals under most unphysiological conditions and 
cautions in the interpretation of these results in 
understanding normal function. 

Doctor Minz does not enter into the debate about 
electrical versus chemical theories of synaptic trans- 
mission. He does not maintain that the chemical 
theory is the correct one, but does list well estab- 
lished humoral phenomena which must be accounted 
for in any final theory. None of the observed ef- 
fects constitutes alone an absolute proof of the 
role of cholinergic elements in the regulation of cen- 
tral activity, although the data furnish a strong 
argument for that hypothesis. There are indica- 
tions that other factors, such as thiamine and epi- 
nephrine, may be of a certain importance in chemi- 
cal transmission. Adherents and opponents of neu- 
rohumoral transmission agree in admitting that a 
acetylcholine is somehow involved in nervous ac- 
tivity; they only disagree as to its primary or sec- 
ondary role. The author points out that the hu- 
moral regulation of nervous activity is a very com- 
plex mechanism and some of the existing theories 
are too logical and too exclusive to be entirely valid. 
He warns that we now know only parts of the very 
complex problem of synaptic transmission and full 
understanding must await future scientific research. 
Unfortunately, no mention is made of serotonin and 
its role as a neurohumoral agent in nervous activ- 
ity, but the recent work on this has appeared after 
the book went to press. There are a considerable 
number of misspelled words in the book. 

Chester F. Cullen, M.D. 


BOOKS RECEIVED 

A TEXTBOOK OF CLINICAL NEUHOLOGY: By 
Israel S. Wechler, M.D., Clinical Professor of Neu- 
rology, Columbia University, N. Y., Consulting Neu- 
rologist, Mt. Sinai Hospital, Montefiore Hospital and 
Rockland State Hospital, N. Y. Cloth. $9.50. Pp. 801 
with 179 figures. W. B. Saunders Company, West 
Washington Square, Phila., Pa. 1952. New 7th Edi- 
tion. 

PATHOLOGIC PHYSIOLOGY: Edited by William 
A. Sodeman, M.D., F.A.C.P., Professor of Medicine 
and Chairman of the Department of Medicine, 
School of Medicine, University of Missouri, Colum- 
bia, Missouri. Cloth. $13.00. Pp. 963, 173 illus- 
trations. Second Edition. W. B. Saunders Com- 
pany, West Washington Square, Phila., Pa. 1956. 

THE PSYCHO-MEDICAL GUIDE: By Curt S. 
Wachtel, M.D. Cloth. $5.00. Pp. 318. Psycho- 
Medical Library, 154 Nassau Street, New York 38, 
N. Y. 1956. 


GLENSIDE 


JAMAICA PLAIN, BOSTON 30, MASS. 


A small, attractively located sanitarium for nervous, mild mental 
or chronic illnesses. 


MABEL D. ORDWAY, M.D. 
6 Parley Vale Tel. Jamaica 0044 


sopeos HILLCREST HOSPITAL est. 1905 


(formerly The Retreat, Inc.) 
DES MOINES 12, IOWA 


For the diagnosis and treatment of Nervous and Mental Disorders 
in a homelike environment. 


Occupational Therapy, Physiotherapy and Shock Therapy 
Open Psychiatric Staff 


HERBERT C. MERILLAT, M.D., Medical Director HERBERT W. VETTER, Administrator 


Dr. Joseph Epstein 
P I N E W O O D Se. i:sade Meier Physicians in Charge 
DR. WALTER A. THOMPSON, F.A.P.A., Clinical Director 
Westchester County Katonah, N. Y. Tel.: Katonah 4-0775 


A competent sixty bed psychiatric hospital offering an approved program for training residents 
in neuropsychiatry. Psychoanalytically oriented. Patients receive individual treatment sessions 
and also group therapy. Electroshock therapy and its modifications available. Pharmacological 
therapies. Consulting staff of specialists. Monthly clinical conferences open to the profession. 


N. Y. City Offices—By Appointment 


DR. EPSTEIN—975 Park Ave.—Tues., Thurs., Sat. RH 443700 
DR. WENDER—59 East 79th St.—Mon., Wed., Fri. BU 8-0580 


For Intestinal Dysfunction 


NUCARPON® 


Each tablet cont: Extract 
of Rhubarb, Senna, Precip. 


Sulfur, Peppermint 


Fennel Oil in activated 


charcoal base 


For making Burow's Solution 
U.S.P. XIV 


WET DRESSING Use 


PRESTO-BORO® 


(Aluminum Sulfate and 


Calcium Acetate) 
POWDER JN ENVELOPES 
— TABLETS — 


For treatment of Swellings, 


Inflammations, Sprains 


TRANSPULMIN® 


For Pulmonary Conditions 


3% solution Quinine with 


2'2% Camphor for Intra- 


muscular Injection. 


SEDATION FOR NERVOUS: 
5 Use NET n- 
A i wo: 
LERI Pat ON Valerian (highlY ficiency 

0.05 nO - of nervy stroin es 

grated) DORLESS. in cases and 9? 
SS, 0 indicate cardiac“ 
TASTELE \SPERT are ive state® insomnra- 
15-0 ress! na. Os 
VALERIANE anxiety and d of 100 tablets 
nenopausel 3 — Bottle of 50 Pharmacies 
pose: of 2 tablets ae All, Preseriptio® 
STANDARD PHARMACEUTICAL CO., INC., © 253 West 26th St., New York oe 
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Saint Joseph Sanitarium 


(Supervision of Sisters of Mercy) 
P. O. BOX 236 — DUBUQUE, IOWA 


or phone 3-8291 for information 


Mild Mental and Nervous Cases 
also 


Convalescent and Rest Patients 


Shock Therapy, Hydrotherapy, Physiotherapy, Occupational Therapy. 
Competent Staff. eee 


SANITARIA DIRECTORY 


The institutions listed below are among the finest private sanitaria in the United States. 


They offer private, individual specialized care to the patient. 


BALDPATE, INC. PINEWOOD 
Georgetown, Massachusetts Katonah, New York 
BEVERLY HILLS CLINIC AND RIGGS COTTAGE SANITARIUM 
SANITARIUM 


Ijamsville, Maryland 
Dallas 11, Texas 


ELMLAWN (The Wilgus Sanitarium) RING SANATORIUM 


Rockford, Illinois Arlington, Massachusetts 
FAIR OAKS ROGERS MEMORIAL SANITARIUM 
Summit, New Jersey Oconomowoc, Wisconsin 


FOREST SANITARIUM ST. CLAIR HOSPITAL 


Des Plaines, Illinois Detroit 14, Michigan 
GLENSIDE ST. JOSEPH SANITARIUM 
Boston 30, Massachusetts Dubuque, lowa 


HILLCREST HOSPITAL TUCKER HOSPITAL 


(formerly The Retreat, Inc.) Richmond 20, Virginia 
Des Moines 12, lowa 
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@ well tolerated, nonaddictive, essentially nontoxic 
@ no blood dyscrasias, liver toxicity, Parkinson-like syndrome or nasal stuffiness 
@ chemically unrelated to chlorpromazine or reserpine 
@ does not produce significant depression 
@ orally effective within 30 minutes for a period of 6 hours 


Indications: anxiety and tension states, muscle spasm. 


THE ORIGINAL MEPROBAMATE 


Tranquilizer with muscle-relazant action 


DISCOVERED AND INTRODUCED 
BY Wy WALLACE LABORATORIES, New Brunswick, N.J. 


2-methyl-2-n-propyl-1 ,3-propanediol dicarbamate —U.S. Patent 2,724,720 


>. SUPPLIED: 400 mg. scored tablets. Usual dose: 1 or 2 tablets t.i.d. 
Literature and Samples Available on Request 


THE MILTOWN MOLECULE 


cm-3706-8 
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